CTAHOBHUILIE | Bx. Ne

Or Hou. n-p HBam HenkoB WMBanos, na.m., Kareapa Ilatoanatomusi, MeaumuHcKu
VYuusepcurer — Ilnesen, rp. [lneBen, bvarapus, Ha3HaueH 3a BBHHINEH WIEH HAa HAYyYHOTO
XKypu cbe 3amoBen Nel778/25.06.2024r. na Pektopa Ha MY -IlineBeH.

OtHocHo: KoHkypc 3a 3aemaHe Ha akaJeMU4Ha JUTBXKHOCT ,,JIoleHT “ B o0iacT Ha BHCIIE
oOpasoBanue 7.3apaBeora3BaHe W CIOPT, NpodecroHaaHo HampabieHue 7.1. MenunuHa,
Hay4yHa CIHEHHAIHOCT ,,.XeMarojorus’ , B HaydHou3ciienoBaTtelCcKd HHCTUTYT nipu MYVY-
ITneBeH, mo koHKypc, paspemicH Ha AC nHa MY-ITnesen (mpotokoa Ne) 33 / 25.03.2024r. u
o0siBeH B 1B Op. 37/26.04.2024r.

Enun kanaupar e mojgan AJOKYMEHTH 33 y4acTHE U € JIONyCHAaT B KOHKypca — 1-p Benuzap
Credanor IlluBapoB, a.m, koito ot 04.2022 m 170 HACTOSIIMS MOMEHT pabOTH Karo
nzcnegosaren kbM HUW na MY -I1nesen, [1nesen, beiarapus u e 3aeman JrbXHOCT JIOLIEHT B
CY ,,Cs. KimumenT Oxpuncku“, Codus, bearapus npes nepuoga 20.12.2018r.- 15.06.2020r.

O6111a OLICHKA Ha MPCACTABCHUTC NOKYMCHTHU 110 KOHKYpCa:

[IpeacraBenuTe OT KaHaUAATa TOKYMEHTU Ca B ChOTBETCTBHUE C M3UCKBAHUATA Ha 3aKOHA 3a
pa3BUTHETO Ha aKaJeMHUYHUs CbcTaB B Penmybnuka bwarapus, [IpaBunHuka 3a npuiaraHe Ha
3aKkoHa 3a pa3BUTHETO Ha akaJeMU4HHs cbcTaB B PenyOnmka bearapus u I[lpaBunnuk 3a
Pa3BUTHETO HA aKaJleMU4YHUA cbcTaB B MY—IIneBeH.

buorpaduunu nanHu 1 MpoecUOHANIHO pa3BUTHE:

H-p Bemuzap CredanoB IuBapos, a.M, e poaen Ha 09.05.1980r. IIpencraBenarta
JOKYMEHTAIUs JI0Ka3Ba 3aAbJI00YeHa, MOCIe0BaTeIHA MOJATOTOBKA U YCHBBPIICHCTBAHE B
chepara Ha KIMHUYHATA XEMATOJOTHUS, TEHETHKA, OHKOJOTHUS M UMYHOJIOTHs. 3aBBPIICHO
BHCIIIE 00pa3oBaHue — Maructbp no meaunuaa npe3 2003 r. Ipe3 2011 roguna npumoduBa
OHC ,Jloktop” mo HaydHa cHeuuamHocT ,JmyHomorus”, kaTo mpe3 chbllaTa TOIUHA
npugoOuBa u cneruaitHoct ,,Kmuauyna umyHonorus”. Ot 2014 rogumHa € MarucTbp IO
»OHkomorus” ot Ulm University, I'epmanus. Ilpe3 2017 roauHa 3aBbpiiiBa €IHOTOIUIICH
crenauIuioMeH Kypc mo ['eHermka u Tepamusi Ha paka B Harvard University. [Ipuno6usa
EBpormeiicku ceptudukar mo xemartoiioruss oT EBpomeiickaTa XemaToJOrMyHa acoldalus
mpe3 2018 1.

Ot 2019 rogmHa mputexaBa MpUAOOHWTa crenuamHocT To ,,KnuHuuna xematonorus”. OT
2020r. mpuTexaBa 3aBbpIICH CepTU(UKAMOHEH aKpeauTHpaH Kypc nmo KommnereHTHOCT mo
Manuraenun aumdomu kbM Ulm University, ['epmanus. Ilpes 2023r. mpunobua OHC
»»JlOKTOP”” 110 Hay4Ha CHEIUAIHOCT ,,X€E€MaTOJIOTUs U MPEINBaHE Ha KPBB' .

HayLIHO-I/ISCJ'ICILOBaTCJICKaTa JIEHHOCT.



ITpe3 201 1r. npuno6usa mepBata cu OHC ,,mokTOp” clies YCHENIHO 3alUTeH JUCEPTAIIMOHEH
Tpya Ha Tema , llpoyuBaHus BbpXy MeXaHHM3Ma Ha JCHCTBHE Ha €H3MMa aKTHUBAIIMOHHO-
uHAynupyeMa nuruanHiaeamuHasa (AID) mpu mponecutre Ha M3OTUIIHO NPEBKIIIOYBAHE U
COMAaTUYHHM XWIIEPMYTAllMd Ha HWMYHOTJIOOYJIMHOBUTE TeHW 1o Haydna crenuamHocT
LSAMyHomorus“. Jlucepraunonuuar tpyn e 3amurena Ha 04.10.2011 r. 8 Hauuronanen ueHTsp
110 3apa3Hu U napa3utHu 3a0omsBanus, Codus, bearapus (Jdumioma Ne 08/20.10.2011).

IIpe3 2023r. mpuaobusa Bropata cu OHC ,,10KTOp” ciea yCIENIHO 3allUTeH JUCePTAllMOHEH
Tpya Ha TeMa “MIMyHOreHeTHYHM acrekTu B naTtoreHe3ara Ha JAK2 V617F- nonoxurenHure
MuenonpoianudepatuBHU Heorutasuu“ no Hayuna cnenuamHocT ,,XeMaToJIOTUs U IpeTuBaHe
Ha KpbB*“. [lucepranmoHHuAT Tpyn € 3amureH Ha 18.07.2023 r. B MeIMUMHCKH YHUBEPCUTET
— IIneen, Ilnesen, bearapus (Jumioma Ne D0154/18.07.2023)

OO0 Opoit Touku ot qucepranmoHanTe Tpyaose 100 U CBBp3aHU € TAX MyOIHKAIIUH- 0010 6,
(5 or xouro ¢ mmmakt ¢aktop) (+101 TOUKH OT CBBpP3aHU C JUCEPTAIIMOHHHUTE TPYIAOBE
nyoiukanuu) (ot 50 u3rckyemu)

W3BbH yCHEIHO 3allUTeHUs ITUCEPTALMOHEH TPYI W TPWIOKECHUTE KbM HErO0 HAy4YHH
nyOIuKauu, KaHIUAAThT € mpeactaBui ome 31 myOnukanuu BCUYKU C MMIIAKT (akTop,
KaKTO M TPH IMOJIC3HU MOJIeJIa.

KaH,I[I/II[aT"bT MpeacCTaBs CIIMCBbK OT 75 PE3OMETAa OT HAYYHU Q)OPYMI/I B CTpaHaTa u II}’)K6I/IH21.

[Ty6nukanuu B IEpUOJUYHN U3JAaHUS C UMITAKT (GakTop ca Bcmuku 31 Ha OpoH, kato B 17 ot
Tax a-p Benuzap Credanos IluBapos, 1.M, e nbpBu aBTop. IlyOnukyBaHu ca u Tpu MoJE3HU
MoJiesla, B KOUTO KaHAMWJATBT € ChaBTOP. Ta3u KaTeropus HaydyHU IMyOJMKAlMM HOCH Ha
kaHauaara oomo 511.57 touku u ummnakt daxktop obmo 93.184 .

KaH,I[I/II[aT’bT 0606111aBa CBOUTC HAYYHHU TPYHAOBC B CICAHUTC HAIIPABJICHHUA: ouonorus Ha B-
HI/IMq)OL[HTHTC, MOJICKYJISIpHA  OWAardHoCThuKa, MHUCIIOUIHU  HCEOIUIa3uu, MOJICKYIISIPHO-
TCHCTUYHH MApKEpHU, UMYHOI'CHCTHKA, PCAKU 00JIECTH M ChCTOSTHUS.

B HacTOAIIOTO CTaHOBHIIE IIIE 6’L,Z[aT 0TOEINISI3aHN HSAKOW OT IO CbIICCTBCHUTC AKICHTHU H
IIPHUHOCHU OT CIIOMCHATUTEC HAIIPABJICHUA.

buonorus nHa B-nuMmdouuntuTe- BKIIOYBA TPOYUBAHUSA, AEMOHCTPUpPAILN AUCOLUALMS MEXKIY
KaTaJUTHUYHATa aKTUBHOCT Ha rojisiM Opoil Myrantu Ha eH3uma AlD, koeTo € B ocHOBaTa Ha
MOJIEKYJISIPHUTE MEXaHW3MHM Ha (opMHUpaHe Ha HMMYHOJOTMYHA IAMET KaKTO Ce JOITycKa
OTHOILICHHETO MM 3a HpollecuTe Ha JuMmdomareHesara. B Tasu rpyma momajzaTr ChbIIO
npoy4BaHe 3a pa3padoTBaHe Ha IN VItr0 KCeHOTpaHCIUIAHTAIMOHHN MOJICIIH.

MortekyisipHa THarHOCTHKA- OCHOBHATA YacCT OT MyOJIMKAIMUTE, KAKTO U XaOMINTAIIHOHHUTE
CTaTHH Ca TOCBETEHH Ha 3a00JsIBAHUS, CBBP3aHHU C XeMoroe3ara (OEHUTHEHN U MaJMTHEHH U
TAXHUTE MOJIEKYJIIPHO-TEHCTHYHM OCHOBHM W  TaToreHe3a). BaxkeH pesynraT oOT
MIpe/ICTaBEHUTE MPOYYBAHUS € pa3pabOTBaHETO Ha MUKPOC(EPOBH UUIT METOIU 3a JAETEKIIHS
Ha TEHETHYHH BapHaHTH. MeToauKaTa € OCHOBaHa Ha Iuiaropma 3a JCTEKIUS Ha
MHKpoc(epr B TEYHOCTHA Cpejia, M3paboTBaHa OT HOMyJISIpeH npou3BoanuTel. [IspBoHadaHo,
METOAMKAaTa € W3IM0J3BaHa eKCIIepUMEHTanHO 3a ompeaenasHe Ha 6 Single Nucleotide



Polymorphisms (SNPs) 8 MBL2 rema, xaTo ciiea yCHEIIHOTO BajMIHPaHE HAa METOJA,
YCHJIMATA CE€ HACOYBAT KbM METOJ 3a KOJMYECTBCHO OINpEIcsHe Ha coMaTwuuHu Single
Nucleotide Variants (SNVS), cBbp3aHi ¢ MHEJIOWIHM HEOIJIa3UM, KAaTO METOAMKATa €
ychBbpuIcHCTBaHA. Ciel peauia MOIu(HKaluK, € pa3paboTeH METOM 3a OIpeiessHe Ha
JAK2 V617F myranus.

Pa3zpaboren e HoB 9-renen nmanen (EZH2, CALR, SF3B1, SRSF2, TET2, RUNX1, SETBP1I,
U2AF1 ,ASXL1,) mo3BoJisiBaI JETEKIMS Ype3 CEKBEHHpaHe OT ciieaBaio nokosienne (NGS)
Ha KJIMHUYHO 3HAYMMH MYTAIlUU TPH MAIUCHTH ¢ MUCIIONIHH HEOIIA3HH.

Amnpobupanu ca Tpu Merona (IUPEeKTHO cekBeHupane, HRM u cexkBeHHpaHe OT CJIeIBaIlo
MTOKOJICHHE).

3a ppBH BT € HANIPABEHO KOMIUICKHO Mpoy4yBaHe Ha myraruu B JAK2, MPL, IDH1, IDH2,
DNMT3A, ASXL1, EZH2, CALR, RUNX1, SETBP1, SF3B1, SRSF2, TET2, U2AF1 mpu
MAIMCHTH C MUCIIOUTHU HEOIJIa3uK OT ObJTrapcKara MmomyJanus.

MuenouH1 HEeOIJIa3uu. MOJ'ICKy.]'IHpHO-FeHeTI/I‘IHI/I MapKepu

3a mbpBU MBT € HANIPABEHO KOMILIEKHO mpoyuBaHe Ha myTanuu B JAK2, MPL, IDH1, IDHZ2,
DNMT3A, ASXL1, EZH2, CALR, RUNX1, SETBP1, SF3B1, SRSF2, TET2, U2AF1 mpu
MAIMEHTH ¢ MUCIIOUTHH HEOIJIa3uK OT ObJrapcKara Momysamnus Ype3 OPUrHHATHI METOTH.

3a mBpBM I'T € HANpaBEeH ENUIeHeTHYeH Mpoduil 4Ype3 aHaliM3 Ha EeKCIpecusTa Ha
MukpoPHKwu npu 0bsirapcky naiueHTH ¢ 0CTpa MUEJION/IHA JIEBKEMUSL.

HNmyHorenernka

3a IpBBU BT € M3BBPIICHO KOMIUIEKCHO MMYHOT€HETHYHO TpoyuBanue Ha MBL2 rena,
BKJIIOUBAIO 6 (QyHKIMOHANHO 3HauMMH SNPs karo 3a menrta € pa3paOOTeH OpUTHHaJIEH
METOJ.

[IpennoxeHn € cOOCTBEH TEOPETHYEH MOJIEN 3a Pa3BUTHETO U MpOrpecHusiTa Ha paka upe3
MOCTOSIHHA TEHETUYHA, CMUTeHeTHYHa W (EeHOTUINHA JuBepcUdUKAIMs Ha TyMOpHATa
KJIEThYHA MOyl

Penxu OonecTit U CHCTOSTHUSA

HampaBen e mbpBHAT y HAac aHaNU3 Ha pas3npeAeNieHHeTo Ha JIuMdomnponudepaTuBHUTE
3a00IIIBaHUSI 110 HO30JIOTHYHU €IMHULIU ChriaacHo Kiacudukarmsata va C30 (2001).

Onucanu ¥ MPOYyYEHU XUCTOJIOTUYHO ca PeIKU 3a00JIIBaHUS U TEXHU (HOPMHU.

[TyOnukyBanu ca u Tpu nosesnu mojnena (ITonezen momen BG1777(U1); [lonesen moxen:
BG1494U1; Ilonezen momen: BG1481Ul:, cBbp3aHu CbhC CpelcTBa 3a OMNpEIECTsSHE Ha
MyTallUd B pa3jIMYHU Te€HU MPHU KPBBHU MPOOH M B IMpoOH OT KOCTeH MO3bK). [locneanure
MOTaT J]a HOCAT AOIBJIHUTEIHO 75 TOUKH.

XaOuauTarmoHeH TPY/I.



Karo xabunurtanmonen tpyn a-p Bemusap CredanoB llluBapoB a.m e mpencraBuia 10 ot
nyOJIMKaMUTe, KOUTO ca MyOJMKYBaHU B MHICKCHUpPAHU M pedepupaHyd B CBETOBHHU HAyYHH
0a3a JaHHU M3JaHUS C UMIAKT pakTop. TexHuAT uMnakT gaxkrop Bb3nm3a Ha 21.411. (124.5
TOYKH)

H-p Bemuzap Credanos IlluBapoB n.M mma aBe NPUAOOMTH MEAMLMHCKH CHEIHUATHOCTU:
,.Kinanyna umyHosorus” u ,,Kimnuuuna xematosnorus”. (00mo 80 Toukn).

KanmuaateT npencTaBst U JOKa3aTeNICTBA 3a MyOJIUKYBaHO y4eOHO MocoOue, KoeTo My HocH 4
TOYKH.

I-p Bemuzap Credanos IlIuBapoB a.M € mpemocTaBuil cripaBka 3a o0mo 388 nurupaHus,
KouTO HOCAT 5820 TOUKM (0T M3nuckyemu 15 nutupanus/50 Toukn).

VYuactBan e B Tpu MexayHapoanu (60 touku) u 11 nHarmonamnu (165 Touku) HaydHH
MPOEKTa, 32 KOUTO MPEJCTaBsl J0KA3aTeNCTBEH Marepual. PHKOBOAM €qUH HAlMOHAJIECH
Hay4eH npoekT (30 TOYKH) ¥ eMH MEXIyHapoIeH MpoeKT (40 Toukm).

VYyeOHa ¥ npernogaBaTecKa ASHHOCT.

H-p Bemuzap Credanos IlluapoB a.m e 3aeman mrbxHOCcT [oment B CY ,,C. Kinument
Oxpuacku® mnpe3 mnepuoma 20.12.2018r.- 15.06.2020r. IIpe3 mnepuoma mpemnoaara
3aIBJDKUTENCH Kypce “@apMakoreHeruka” 3a cryneHTH mo “@apmanus” Ha Coduiicku
VYHuBepcuter Ha Obarapcku e3uk 30 yaca nekiuu + 240 yaca ynpakHEHHUs U Ha aHTJIIMHCKU
e3uk 30 yaca nekuuu + 30 uvaca ympaxkHeHHMs M u30OupaeM Kypc “HmyHorenermka” 3a
cryneHtu no “I'eneruka u reHomuka” Ha Coduiicku YHuBepcuTeT Ha Obarapcku esuk 30
yaca JIeKIuu + 15 yaca ynpakHeHus .

PazpaborBa: Kypc mo MmyHnorenernka kbM Kareapa mo I'enetnka Ha buonormuecku
¢akynrer Ha Coduiicku yHUBEpCUTET— Ha OBJITapCcKM W aAHIJMHCKK W Kypc IO
®apmakoreneruka kbM Kareapa nmo I'enetnka Ha buonornuecku daxynrer Ha Coduiicku
YHUBEPCUTET— OChbBpEeMEHEH Ha Objrapcku u anrnuiicku. [[-p Bemuszap Credanos 1lluBapos
J.M 4YeTe JIEKIIMM KaTo MOKaHEH JIEKTOP B paMKUTe Ha MOJEpHO yUMIIMILE 110 aKyIIEpCTBO U
ru"ekonorusi, MY — IlneBen (2023); xaktro u B Harvard Medical School- Cemunap 3a
KapuepHo opreHTupane kbM nporpama High-Impact Cancer Research (2021).

[Tox HEroBo pHKOBOJCTBO ce 00y4aBaT 2 JOKTOPaHTH, 2 aurioManTu (00mio 30 Toukn).

OI_ICHKa Ha CKCIIEpTHATAa U KIIMHUYHA JIEHHOCT:

I-p Benuzap Credanor IlluBapoB n.M. ce 3aHMMaBa ¢ MOHHTOpUpaHe Ha moBede OT 20
KJIMHUYHU [IPOYYBaHUS B 00J1acTTa Ha Xemarosiorusara. Tol pa3paboTBa U BHEApsBa penuia
METOAM 3a JETeKIMs Ha MyTallud M METOAM 3a ONpeleNisiHe Ha HMMYHOI€HHOCTTa Ha
HEOAHTUTEHH OT MYTaHTHU OenTwhiu. MMa mpoBeaeHu peauna oOydeHHs B CTpaHaTa U
qyXOuHa.



1-p Bemuzap Credanos [lluBapoB 1.M. € OMUTEH, YBa)KaBaH JieKap ¢ JOCTaThUeH EKCIIEPTEH U
KJIMHUYEH ONUT B 00JIaCTTa Ha XEMAaTOJIOTUsATA.

3aKirouyeHue:.

H-p Bemuzap CredanoB IlluBapoB n.M., KaHAMAAT 3a NpUIOOMBAHE HAa akKaJeMHUYHA
JUTB)KHOCT ,,JIonieHT™ B oOjacT Ha BHCIIe oOpa3oBaHue 7. 3ApaBeona3BaHe W CIOPT,
npodecuoHaIHO HamparieHue 7.1. MemuiuHa, HaydyHa CHEIMAIHOCT ,,XEMaToJIOTHs’, B
Hayunouscnenosarencku HHCTUTYT Ipu MY -1liieBeH, NokpruBa BCUYKU U3UCKBAHMS.

H-p Bemuzap CredanoB IlluBapoB .M., MOKa3Ba MOCIEIOBATEIHOCT, 3aTBbIOOYCHOCT,
poeCUOHAIN3BM M B CBOSITA HAYYHOM3CIICIOBATENICKA IEHHOCT, KAKTO U B CBOSITA Y4EOHO-
npenojaBarelicka AeiiHocT. Bb3 ocHOBa Ha HampaBeHUs PeTrJie]] U OLICHKA Ha MPECTAaBEHUTE
or JI-p Bemuzap CredanoB IlluBapoB a.M, JHOKYMEHTH IO KOHKypca W MPEIOCTABCHUS
JTIOKA3aTeJICTBEH MaTepuasl, NMPWIOKEH KbM TAX, MPUEMaM, Y€ KaHAUIATHT OTroBaps Ha
HOPMATUBHUTE M3WCKBAHMS 3a NMPHUI00MBAaHE HA HAYYHOTO 3BAHHC W aKaJEeMHUYHA JTHKHOCT
,»JJOLIEHT” IO CIEUHAIHOCT ,,XeMaTOJIOTH .

['macyBam MOJIOKHUTETHO 32 MPUIOOMBAHE HA aKaJeMHYHA UIBKHOCT ,,JlonieHT” B 00sacT Ha
BHCIIe oOpa3oBaHue 7. 3apaBeornasBaHe W Croprt, npodecroHamHo HamparicHue 7.1.
Meaununa, Hay4yHa CIelUaIHoCT ,, Xematonorus”, oT a-p Benusap Credanos [lluBapos 1.M.

Jara: 08.08.2024r. [Moamnuc: Ha ocHosanue un. 59 ot 331A

rp. [Inesen Hou. n-p Ban Henkos MBaHoB, 1M



OPINION
By Assoc. Prof. Ivan Nedkov Ivanov MD, PhD.

Department of Pathoanatomy, Medical University — Pleven, Pleven, Bulgaria, appointed as an
external member of the scientific jury by order No. 1778/25.06.2024. of the Rector of MU-
Pleven.

Subject: Competition for the academic position "Associate Professor " in the field of higher
education 7. Health and sports, professional field 7.1. Medicine, scientific specialty
"hemathology”, at the Research Institute at MU-Pleven, under a competition allowed by the
Academic Council of MU-Pleven (protocol No.) 33 /25.03.2024 and announced in State
Gazette No. 37/26.04.2024.

One candidate has submitted documents for participation and has been admitted to the
competition — Velizar Stefanov Shivarov MD, PhD, who from 04.2022 to the present moment
has been working as a researcher at the Research Institute of MU-Pleven, Pleven, Bulgaria
and has held the position of Associate Professor at Sofia University "St. Kliment Ohridski",
Sofia, Bulgaria during the period 20.12.2018 - 15.06.2020.

General assessment of the submitted documents for the competition:

The documents submitted by the candidate are in accordance with the requirements of the
Law on the Development of the Academic Staff in the Republic of Bulgaria, the Regulations
for the Implementation of the Law on the Development of the Academic Staff in the Republic
of Bulgaria and the Regulations for the Development of the Academic Staff at MU-Pleven.

Biographical data and professional development:

Velizar Stefanov Shivarov MD, PhD was born on 09.05.1980. The presented documentation
proves in-depth, consistent training and improvement in the field of clinical hematology,
genetics, oncology and immunology. Completed higher education — Master of Medicine in
2003. In 2011 he acquired PhD degree in Immunology, and in the same year he acquired the
specialty of Clinical Immunology. Since 2014 he has been a Master of Oncology from Ulm
University, Germany. In 2017, he completed a one-year postgraduate course in Cancer
Genetics and Therapy at Harvard University. He obtained a European Certificate in
Hematology from the European Hematological Association in 2018. Since 2019, he has
acquired a specialty in Clinical Hematology. Since 2020 he has completed an accredited
certification course in Malignant Lymphoma Competence at Ulm University, Germany. In
2023 he acquired PhD degree in Hematology and Blood Transfusion.

Scientific and research activities.

In 2011. he obtained his first PhD degree after successfully defending his dissertation on
"Studies on the mechanism of action of the enzyme activation-induced cytidine deaminase
(AID) in the processes of isotype switching and somatic hypermutations of immunoglobulin



genes” in the scientific specialty "Immunology"”. The dissertation was defended on 04.10.2011
at the National Center for Infectious and Parasitic Diseases, Sofia, Bulgaria (Diploma No
08/20.10.2011).

In 2023. he obtained his second PhD degree after successfully defending his dissertation on
"Immunogenetic aspects in the pathogenesis of JAK2 V617F-positive myeloproliferative
neoplasias" in the scientific specialty "Hematology and Blood Transfusion™. The dissertation
was defended on 18.07.2023 at the Medical University — Pleven, Pleven, Bulgaria (Diploma
No D0154/18.07.2023)

Total number of points from dissertations 100 and related publications - a total of 6, (5 of
which with an impact factor) (+101 points from dissertation-related publications) (out of 50
required)

In addition to the successfully defended dissertation and the scientific publications attached to
it, the candidate has submitted another 31 publications, all with an impact factor, as well as
three useful models.

The applicant submits a list of 75 abstracts from scientific forums in the country and abroad.

Publications in periodicals with impact factor are all 31 in number, and in 17 of them Velizar
Stefanov Shivarov MD, PhD is the first author. Three useful models have also been published,
in which the candidate is a co-author. This category of scientific publications brings the
candidate a total of 511.57 points and an impact factor of 93.184 in total.

The candidate summarizes his scientific works in the following areas: biology of B-
lymphocytes, molecular diagnostics, myeloid neoplasias, molecular genetic markers,
immunogenetics, rare diseases and conditions.

This opinion will mention some of the more significant contributions and accents from these
strands.

Biology of B-lymphocytes includes studies demonstrating a dissociation between the catalytic
activity of a large number of mutants of the AID enzyme, which is the basis of the molecular
mechanisms of immunological memory formation as their relationship to the processes of
lymphogenesis is assumed. This group also includes a study on the development of in vitro
xenotransplantation models.

Molecular diagnostics - the main part of the publications, as well as habilitation articles are
devoted to diseases related to hematopoiesis (benign and malignant and their molecular-
genetic bases and pathogenesis). An important result of the presented studies is the
development of microspherical chip methods for the detection of genetic variants. The
methodology is based on a platform for detection of microspheres in a liquid medium, made
by a popular manufacturer.

Initially, the methodology was used experimentally to determine 6 Single Nucleotide
Polymorphisms (SNPs) in the MBL2 gene, and after the successful validation of the method,
efforts were directed to a method for quantifying Single Nucleotide Variants (SNVs)



associated with myeloid neoplasias, and the methodology was improved. After a number of
modifications, a method was developed to determine the JAK2 V617F mutation.

A new 9-gene panel (EZH2, CALR, SF3B1, SRSF2, TET2, RUNX1, SETBP1, U2AF1,
ASXL1,) has been developed, allowing detection by next-generation sequencing (NGS) of
clinically relevant mutations in patients with myeloid neoplasias

Three methods have been tested (direct sequencing, HRM and next-generation sequencing).

For the first time, a complex study of mutations in JAK2, MPL, IDH1, IDH2, DNMT3A,
ASXL1, EZH2, CALR, RUNX1, SETBP1, SF3B1, SRSF2, TET2, U2AFL1 in patients with
myeloid neoplasias from the Bulgarian population has been made.

Myeloid neoplasias. Molecular genetic markers

For the first time, a comprehensive study of mutations in JAK2, MPL, IDH1, IDH2,
DNMT3A, ASXL1, EZH2, CALR, RUNX1, SETBP1, SF3B1, SRSF2, TET2, U2AF1 in
patients with myeloid neoplasias from the Bulgarian population was made using original
methods.

For the first time, an epigenetic profile was made by analyzing the expression of microRNA
in Bulgarian patients with acute myeloid leukemia.

Immunogenetics

For the first time, a complex immunogenetic study of the MBL2 gene was carried out,
including 6 functionally significant SNPs, and an original method was developed for this
purpose.

A proprietary theoretical model for the development and progression of cancer through
constant genetic, epigenetic and phenotypic diversification of the tumor cell population is
proposed.

Rare diseases and conditions

The first analysis of the distribution of lymphoproliferative diseases by nosological units
according to the WHO classification (2001) was made.

Described and studied histologically are rare diseases and their forms.

Three utility models have also been published (Utility Model BG1777(U1); Utility Model:
BG1494U1; Utility Model: BG1481U1:, related to means for determining mutations in
different genes in blood samples and in bone marrow samples). The latter can bring an
additional 75 points.

Habilitation.

As a habilitation work, Velizar Stefanov Shivarov MD, PhD has presented 10 of the
publications that have been published in indexed and referenced journals with impact factor.

Their impact factor amounts to 21.411. (124.5 points)



Velizar Stefanov Shivarov MD, PhD has two acquired medical specialties: "Clinical
Immunology" and "Clinical Hematology". (a total of 80 points).

The applicant also submits evidence of a published textbook, which brings him 4 points.

Velizar Stefanov Shivarov MD, PhD has provided a reference for a total of 388 citations,
which bring 5820 points (out of the required 15 citations/50 points).

He has participated in three international (60 points) and 11 national (165 points) scientific
projects, for which he presents evidence. He manages one national scientific project (30
points) and one international project (40 points).

Teaching and mentorship activities:

Velizar Stefanov Shivarov MD, PhD has held the position of Associate Professor at Sofia
University "St. Kliment Ohridski™ during the period 20.12.2018 - 15.06. 2020. During the
period he taught a compulsory course "Pharmacogenetics” for students of "Pharmacy" at Sofia
University in Bulgarian language 30 hours of lectures + 240 hours of exercises and in English
30 hours of lectures + 30 hours of exercises and elective course "Immunogenetics” for
students of "Genetics and Genomics" of Sofia University in Bulgarian language 30 hours of
lectures + 15 hours of exercises.

He develops: Course in Immunogenetics at the Department of Genetics of the Faculty of
Biology of Sofia University — in Bulgarian and English and Course in Pharmacogenetics at
the Department of Genetics at the Faculty of Biology of Sofia University — updated in
Bulgarian and English.

Velizar Stefanov Shivarov MD, PhD gives lectures as an invited lecturer within the Modern
School of Obstetrics and Gynecology, Medical University — Pleven (2023); as well as at
Harvard Medical School — Career Guidance Seminar at the High-lmpact Cancer Research
Program (2021).

Under his guidance are trained 2 PhD students, 2 graduate students (total 30 points)
Assessment of expert and clinical activity:

Velizar Stefanov Shivarov MD, PhD participated in monitoring of more than 20 clinical trials
in the field of hematology. He developed and implemented a number of methods for detecting
mutations and methods for determining the immunogenicity of neoantigens from mutant
proteins. He has conducted a number of trainings in the country and abroad.

Velizar Stefanov Shivarov MD, PhD is an experienced, respected doctor with sufficient
expertise and clinical experience in the field of hematology.

Conclusion:

Velizar Stefanov Shivarov MD, PhD, candidate for the academic position of "Associate
Professor" in the field of higher education 7. Health and Sports, professional field 7.1.
Medicine, scientific specialty "Hematology", at the Research Institute at MU-Pleven, covers
all requirements.



Velizar Stefanov Shivarov MD, PhD, shows consistency, thoroughness and professionalism
in his research activities, as well as in his teaching activities. Based on the review and
assessment of the presented by Velizar Stefanov Shivarov MD, PhD, documents on the
competition and the provided evidence attached to them, | accept that the candidate meets the
regulatory requirements for acquiring the scientific title and academic position of "Associate
Professor" in the specialty "Hematology".

| vote in favour of acquiring an academic position of "Associate Professor" in the field of
higher education 7. Health and Sports, professional field 7.1. Medicine, scientific specialty
"Hematology", by Velizar Stefanov Shivarov MD, PhD.
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Pleven Assoc. Prof. lvan Nedkov Ivanov, MD, PhD



